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DETAILED ACTION 

Specification 

1. The disclosure is objected to because of the following informalities: The use of the 
trademark "Gene Amp Thin- Walled Reaction Tubes", page 19, 25) has been noted in this 
application. It should be capitalized wherever it appears and be accompanied by the generic 
terminology. 

Although the use of trademarks is permissible in patent applications, the proprietary 
nature of the marks should be respected and every effort made to prevent their use in any manner 
which might adversely affect their validity as trademarks. 

Claim Rejections - 35 USC § 112 Second paragraph 

2. The following is a quotation of the second paragraph of 35 U.S.C. 1 1 2: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

3. Claims 1-9 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

(a) Claims 1-9 are vague and confusing because they are drawn to methods, but no clear, 
active step(s) are recited in the independent claim 1. While minute details are not required in 
method claims, at least the basic steps must be recited in a positive, active fashion. See Ex parte 
Erlich, 3 USPQ2d, P. 1011 (Bd. Pat. App. Int. 1986). The claims are also confusing because it 
cannot be determined if the claims are intended to encompass "closed language" such that the 
RNA is only a specific base sequence or if the claims encompass "open language" or if the 
claims encompass a "Markush group". Likewise, the claims are overly wordy, especially claims 
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1 and 8, which makes a clear inteipretation of Applicant's intent difficult. 

(b) Claims 1 and 8 are confusing at "capable of because it cannot be determined if the 
limitations after "capable of is a property of the template or promoter sequence or whether it is a 
separate step. Clarification is required. 

(c) Claims 3-8 are indefinite and confusing for the addition of parentheses within the claims 
because it cannot be determined whether the limitation(s) recited in parentheses are intended to 
be a part of the claimed invention. Clarification is required. 

(d) Claim 8 is confusing and indefinite at the recitation of "is characterized in that" because it 
cannot be determined how the claimed scope is affected. It is suggested that typical U.S. claim 
language be substituted. 

Claim Rejections - 35 USC §102 

4. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

5. It is noted that the claims 1 and 8 are extensively wordy, vague and confusing. 
Therefore, for the purposes of application of prior art, the claim 8 is being interpreted by the 
Examiner as encompassing multiple generations of double stranded DNA from an RNA 
template. 

6. Claims 1 and 8 are rejected under 35 U.S.C. 102(b) as being anticipated by Kievits et al 
(US 5,654,142, August 5, 1997). Regarding claim 1 and 8, Kievits et al teach a method of 
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amplifying a target RNA containing a specific base sequence in a sample by an RNA 
amplification procedure which comprises a step of forming a double-stranded DNA which has a 
promoter sequence and is capable of transcribing into an RNA comprising a specific base 
sequence, a step of forming an RNA transcript comprising the specific base sequence using an 
RNA polymerase and a step of forming a double stranded DNA using the RNA transcript as the 
template, in the presence of adenosine triphosphate (ATP), guanosine triphosphate (GTP), 
cytosine triphosphate (CTP), uridine triphosphate (UTP) and inosine triphosphate (ITP) as 
substrates of the RNA polymerase. Kievits et al also teaches wherein primers complementary to 
the specific base sequences may be used for multiple generation of double stranded DNA 
template by the action of a DNA dependent DNA polymerase (col. 3, lines 49 to column 4, line 
7; column 5, lines 8- col. 6, lines 29). Therefore, Kievits et al meets the limitations of claims 1 
and 8. 

7. Claims 1, 6, 7 are rejected under 35 U.S.C. 102(b) as being anticipated by Nakahara et al 
(Nucleic acids Research, Vol. 26, No. 7, pages 1854-1855, April 1998). Regarding claims 1, 6 
and 7, Nakahara et al teach a method of amplifying a target RNA containing a specific base 
sequence in a sample, the method comprising a step of forming a double stranded DNA which 
has a promoter sequence and is capable of being transcribed into an RNA comprising the specific 
base sequence; a step of forming an RNA transcript comprising the bases sequence using an 
RNA polymerase, wherein said RNA polymerase is a T7 polymerase and a step of forming the 
double stranded DNA using the RNA transcript as the template in the presence of ATP, UTP, 
CTP, GTP and ITP and further wherein in the amplification procedure, tris-HCl buffer is present 
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at a final concentration of 40 mM, Magnesium chloride is present at a final concentration of 12 
mM, rNTP are present at a final concentration of 2 mM, and ITP is present at a final 
concentration of from 0 mM to 4mM (see page 1855, Figure 1 and legend). Nakahara et al 
additionally teaches wherein the ITP to the other rNTPs encompasses a 1.0:1 :0 to a 1.0:1.5 ratio 
(page 1855, Figure 1 and legend). Therefore, Nakahara et al teach the embodiments of claims 
1, 6 and 7 of the instant invention. 

Claim Rejections - 35 USC § 103 

8. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

9. This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

10. Claims 2-3 are rejected under 35 U.S.C. 103(a) as being unpatentable over Kievets et al 
and Nakahara et al as previously applied above in view of Brown et al (LabFax, Bios Scientific 
publishers, Blackwell Scientific Publications, San Diego, California, 1991). Kievets et al 
Kievits et al teach a method of amplifying a target RNA containing a specific base sequence in a 
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sample by an RNA amplification procedure which comprises a step of forming a double-stranded 
DNA which has a promoter sequence and is capable of transcribing into an RNA comprising a 
specific base sequence, a step of forming an RNA transcript comprising the specific base 
sequence using an RNA polymerase and a step of forming a double stranded DNA using the 
RNS transcript as the template, in the presence of adenosine triphosphate (ATP), guanosine 
triphosphate (GTP), cytosine triphosphate (CTP), uridine triphosphate (UTP) and inosine 
triphosphate (ITP) as substrates of the RNA polymerase. 

Nakahara et al teach a method similar to that of Kievits et al for amplifying a target RNA 
containing a specific base sequence in a sample, the method comprising a step of forming a 
double stranded DNA which has a promoter sequence and is capable of being transcribed into an 
RNA comprising the specific base sequence; a step of forming an RNA transcript comprising the 
bases sequence using an RNA polymerase, wherein said RNA polymerase is a T7 polymerase 
and a step of forming the double stranded DNA using the RNA transcript as the template in the 
presence of ATP, UTP, CTP, GTP and ITP and further wherein in the amplification procedure, 
tris-HCl buffer is present at a final concentration of 40 mM, Magnesium chloride is present at a 
final concentration of 12 mM, rNTP are present at a final concentration of 2 mM, and ITP is 
present at a final concentration of from 0 mM to 4mM (see page 1855, Figure 1 and legend). 
Nakahara et al additionally teaches wherein the ITP to the other rNTPs encompasses a 1.0:1:0 to 
a 1.0:1.5 ratio (page 1855, Figure 1 and legend). Kievets et al and Nakahara et al differs from 
the instant invention in that the references do not teach wherein the RNA polymerase is a Phage 
SP6 polymerase. Brown provides a general teaching of RNA polymerases and advantages of 
using them. Brown teaches that the SP6 RNA polymerase is a DNA-dependent RNA 



Application/Control Number: 09/774,1 78 Page 7 

Art Unit: 1637 

polymerase is highly efficient and is highly specific for the SP6 promoter. Brown teaches that 
the SP6 polymerase is useful in studies of RNA processing (page 150). Therefore, in view of 
the foregoing, one of ordinary skill in the art would have been motivated to have modified the 
method of Kievits et al to encompass a phage SP6 polymerase as the DNA-dependent RNA 
polymerase in the amplification method instead of the T7 polymerase taught by Nakahara et al 
for the advantages taught by Brown that the SP6 polymerase is highly efficient and highly 
specific in studies of RNA processing. 

1 1 . Claim 9 and 1 0 are rejected under 35 U.S.C. 103(a) as being unpatentable over Kievets et 
al as previously applied above in view Sheldon III et al (US 4,582,789 April 1986). Regarding 
claims 9 and 1 0, Kievits et al teach a method of amplifying a target RNA containing a specific 
base sequence in a sample by an RNA amplification procedure which comprises a step of 
forming a double-stranded DNA which has a promoter sequence and is capable of transcribing 
into an RNA comprising a specific base sequence, a step of forming an RNA transcript 
comprising the specific base sequence using an RNA polymerase and a step of forming a double 
stranded DNA using the RNA transcript as the template, in the presence of adenosine 
triphosphate (ATP), guanosine triphosphate (GTP), cytosine triphosphate (CTP), uridine 
triphosphate (UTP) and inosine triphosphate (ITP) as substrates of the RNA polymerase. 
Kievets et al further teaches wherein the method may be carried out in the presence of a probe 
comprising a label (col. 3. line 49 to col. 4, line 14). 

Kievets et al differ from the instant invention in that the reference does not teach wherein 
the probe is labeled with a fluorescent intercalative dye and monitoring the fluorescence intensity 
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of the reaction solution. The reference also does not teach wherein the fluorescent intercalative 
dye alters its fluorescence upon hybridization with the RNA transcript. Sheldon III et al 
provides a general teaching of labeling nucleic acids, preferably probes, with an intercalation 
moiety (dye) capable of altering its fluorescence property for use in hybridization assay for 
detecting nucleic acids (col. 6, lines 5-27, lines 43-68; col. 17, lines 3-41; col. 20, lines 33-50). 
Sheldon III et al teach that the labeled probed comprising an intercalative moiety is useful in 
application for detecting nucleic acid sequences (RNA/ and or DNA) such as e.g., those 
characteristic of a pathogenic microbe or those responsible for or linked to a genetic disease (col. 
17, lines 3-7). Therefore, in view of the foregoing, one of ordinary skill in the art would have 
been motivated to have encompassed an intercalative moiety to the probe as taught by Kievets et 
al for the advantages of detecting nucleic acid sequence (RNA sequences) characteristics 
responsible for or linked to a genetic disease as suggested by Sheldon III et al. 

Conclusion 

12. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Cynthia B. Wilder, Ph.D. whose telephone number is (571) 272-0791. The 
examiner works a flexible schedule and can be reached by phone and voice mail. Alternatively, 
a request for a return telephone call may be emailed to cynthia.wilder@uspto.gov . Since email 
communications may not be secure, it is suggested that information in such request be limited to 
name, phone number, and the best time to return the call. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on (571) 272-0782. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-21 7-9197 (toll-free). 

Patent applicants with problems or questions regarding electronic images that can be viewed in the Patent 
Application Information Retrieval system (PAIR) can now contact the USPTO's Patent Electronic Business Center 
(Patent EBC) for assistance. Representatives are available to answer your questions daily from 6 am to midnight (EST). 
The toll free number is (866) 217-9197. When calling please have your application serial or patent number, the type of 
document you are having an image problem with, the number of pages and the specific nature of the problem. The 
Patent Electronic Business Center will notify applicants of the resolution of the problem within 5-7 business days. 
Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic 
Business Center is a complete service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also enables applicants to view 
the scanned images of their own application file folder (s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 




